INTRODUCTION
Hand eczema (HE) is a common inflammatory skin disorder characterized by erythema, edema, papules, vesicles, scaling, fissures, hyperkeratosis, itching, and pain 1, 2 .
HE is often associated with irritant contact dermatitis, allergic contact dermatitis, or atopic dermatitis. However, the etiology can be multifactorial, and it is therefore difficult to clarify the specific cause(s) 3, 4 . Mild HE is usually treated with use of emollients or application of topical corticosteroids, and patients are advised to avoid irritants 5 .
However, HE develops into a chronic condition in a number of patients in spite of treatment, resulting in significant harmful effects to the patient's quality of life [3] [4] [5] [6] .
Alitretinoin is an endogenous physiological vitamin A derivative (retinoid) that has been developed for treatment of chronic HE (CHE) 7 . Several clinical trials have shown that taking alitretinoin is effective in treating severe CHE 2, 4, 5, 8, 9 . 
Efficacy and safety assessments
Efficacy parameters were evaluated at screening and every week during the treatment, or at the last evaluation in the case of premature withdrawal. Assessment of disease severity was done using PGA, the primary efficacy parameter. The secondary efficacy parameters were the modified total lesion symptom score (mTLSS) and the patients' global assessment (PaGA) of improvement, as utilized in previous studies 2, 4, 5, 9 . PGA classifies the severity of CHE into five categories (clear, almost clear, mild, moderate, and severe) 5 . A response was defined as a PGA assessment of either "clear" or "almost clear" 5 . The mTLSS was evaluated by the investigators as the sum of scores (0=absent, 1=mild, 2=moderate, and 3=severe) for each parameter (erythema, scaling, lichenification/hyperkeratosis, vesiculation, edema, fissures, and pruritus/pain) 5 . The PaGA was rated by the patients' subjective measures in improvement of disease as "clear or almost clear" (at least 90% clearing of disease signs and symptoms compared with baseline), "marked improvement" (75%∼90% clearing), "moderate improvement" (50%∼75% clearing), "mild improvement" (25%∼50% clearing), or "no change or worsening" 5 .
The relapse rate and time to relapse were recorded among the responders. Relapse was defined as moderate to severe disease within 24 weeks of the end of treatment 5 .
Safety was evaluated at every visit by monitoring adverse events and participating in a physical examination. Laboratory tests (complete blood cell count, fasting blood chemistry, thyroid function test, and urine analysis) was performed at every 4 week.
Statistical analysis
Data from all available patients were analyzed descriptively. All efficacy analyses were based on the intention-to-treat population. 
RESULTS

Patients
A total of 27 patients were enrolled in this study. Of them, 19 patients (70.3%) finished the protocol and 8 patients (29.6%) were withdrawn before completion. The primary reason for withdrawal was adverse events (n=4, 14.8%), followed by failure to return or patient refusal to complete the study due to the expense (n=3, 11.1%), and insufficient response (n=1, 3.7%). Patient demographics and characteristics are shown in Table 1 . The proportion of severe disease was approx- imately 70% (18/27), and the mean duration of disease was approximately 3.5 years. In total, 70.3% (19/27) of patients presented with hyperkeratotic hand eczema, and 10 patients (37.0%) had atopic dermatitis as an etiological factor.
Efficacy and safety assessment
Of the 27 patients, 12 patients (44.4%) responded to the alitretinoin therapy, with PGA ratings of "clear" or "almost clear" after the 12 weeks of treatment (Fig. 1, 2) . According to the baseline severity (Fig. 3) , patients with moderate CHE (66.7%, 6/9) showed more improvement than severe CHE (33.3%, 6/18). Of the patients with atopic diathesis, 50.0% (5/10) responded to alitretinoin therapy, while 41.1% (7/17) of those with other etiologic factors responded to alitretinoin treatment (Fig. 4) . With regard to type of CHE (Fig. 5) , the response rate was highest in hyperkeratotic eczema (47.4%, 9/19), followed by fingertip eczema (37.5%, 3/8), and vesicular eczema (30.8%, 4/13). In fingertip eczema, the responses were limited to "almost clear", unlike the other types of CHE. During the 24-week follow-up observation period among the 12 responders, three patients relapsed (25.0%); the median time to relapse was 3.67 weeks (2 to 6 weeks). The mean mTLSS score changed from 13.44 to 6.67 (p ＜0.001), representing a 50.4% of reduction at the end of the treatment period ( Table 2 ). In addition, for the PaGA, 40.7% (11/27) of patients assessed their CHE as having a "clear" or "almost clear" status after alitretinoin therapy ( Table 2 ). The PGA score demonstrated good agreement with the mTLSS (0.61, Spearman coefficient) and PaGA (0.77, Kendall's τ coefficient) scores in correlation analyses. Also, there was a good agreement between the mTLSS and PaGA scores (0.72, Spearman coefficient). Table 3 summarizes all the reported adverse events during the treatment period; they are the typical side effects of oral retinoids. In total, 51.9% of patients (14/27) experienced one or more adverse events. The most frequent adverse event was headache (40.7%, 11/27). Most of the adverse events occurred within the first two weeks of the study. In five patients (45.5%), the symptoms resolved spontaneously or after administration of acetaminophen. A dose reduction of 30 mg to 10 mg was done for two patients (18.2%) for one or two weeks; when the headache improved, they returned to taking 30 mg of alitretinoin. However, treatment had to be discontinued in four patients (36.4%); headache was the most common reason for withdrawal. Commonly described mucocutaneous symptoms were pruritus (11.1%, 3/27) and dryness (11.1%, 3/27). Symptoms were controlled with application of emollients or by taking one or two weeks of oral anti-histamines. Gastrointestinal symptoms such as nausea (3.7%, 1/27) and vomiting (3.7%, 1/27), as well as dizziness (3.7%, 1/27) and facial flushing (3.7%, 1/27) occurred in a few patients, although not severely. No acute illness or severe adverse events were noted, and there were no reported laboratory abnormalities such as elevation of hepatic enzymes or bilirubin levels, increased serum cholesterol and triglycerides, or decreased thyroid hormone and thyroid-stimulating hormones.
DISCUSSION
HE is quite common, with an annual prevalence of approximately 10% in the general population 2, 11 . It includes a wide spectrum of disease severity, and it is estimated that 5∼7% of patients with HE develop severe CHE, and 2%∼4% of patients are refractory to topical treatment 1, 7 .
HE is significant due to the burden of disease and its substantial impact on quality of life 7 . It causes significant psychological distress as well as social and economic problems 3,4 . Agner et al. 12 reported that quality of life is associated with HE disease severity. A number of treatment options for HE have been tried, but they have often been both inadequate and difficult to manage 1, 10 . Use of topical corticosteroids is the current standard treatment for the short-term control of HE 13 .
However, it has limitations including incidence of rebound flare-ups and lack of efficacy in severely affected patients 10, 14 . Also, long-term usage can result in atrophic skin and epidermal barrier injury 10, 14 . Phototherapy in combination with topical therapy may improve CHE symptoms, but it is quite inconvenient and requires numerous visits 10, 15 . Systemic therapies including cyclosporine or retinoids are off-license treatment options considered for severe CHE that is unresponsive to potent topical steroids; however, there is limited clinical evidence of their efficacy and they are associated with possible long-term toxicities [16] [17] [18] .
Alitretinoin, 9-cis retinoic acid, is a panagonist that binds to retinoid acid receptors and retinoid X receptors. It is thought to act by interfering with various steps in the inflammation processes of CHE 7 . It has recently been accepted as the only licensed systemic agent for treatment of CHE in patients unresponsive to potent topical corticosteroids 7 .
In a blinded, placebo-controlled study, 30 mg or 10 mg of once-daily oral alitretinoin for 24 weeks achieved response rates of 47.7% and 27.5%, respectively for the treatment of severe CHE 5 . It is also available nowadays in Korea and we conducted this preliminary trial to evaluate the efficacy of 30 mg of oral alitretinoin for 12 weeks in treating CHE. Our study revealed that daily doses of 30 mg of oral alitretinoin for 12 weeks produced clinically significant responses in a high proportion of patients (44.4%) with moderate to severe CHE. This result is higher than that of previous study, which showed around 30% at week 12, and it is comparable to 47.7%, which is the response rate at week 24 in previous study 5 .
Among the seven patients who did not show improvement in their CHE after 12 weeks, four patients received an additional 4∼12 weeks of alitretinoin treatment, after which two patients' CHE showed significant improvement (data not shown). All of the efficacy parameters (PGA, mTLSS, and PaGA) demonstrated clinical improvement of CHE and also showed high consistency among them, emphasizing the favorable outcome of alitretinoin therapy. With regard to the severity of CHE at baseline, both moderate and severe CHE had a good response rate. However, the improvement in moderate disease was better. When evaluated by morphological type of CHE, a slightly better response rate was observed in hyperkeratotic disease compared to fingertip and vesicular disease. These results were also consistent with prior studies 2,4 .
Atopic skin diathesis is known to be an important endogenous factor in the etiology of CHE 19 . In particular, childhood atopic dermatitis is generally associated with a poor HE prognosis, including both severity and duration 12 .
Therefore, it is noteworthy that alitretinoin showed a favorable response in patients with underlying atopic skin diathesis in our study. Compared to previous trials, the relapse in our study patients was less frequent but tended to be more rapid 5, 20 .
This may be because our patients underwent follow-up assessment at shorter intervals. Adverse events included known typical retinoid class effects. They were mostly transient and spontaneously resolved within four weeks or were easily controlled with symptomatic management. In assessing each of the side effects, headache was found to be the one most frequently described (40.7%); the prevalence was higher than prior studies, ranging from 7.5% to 27% 2, 4, 5, 9 . Side effects were usually managed with transient dose reduction or symptomatic treatment, but headache was the only adverse event that led to premature withdrawal. Other adverse events included mucocutaneous symptoms like pruritus and dryness, gastrointestinal symptoms, dizziness, and facial flushing, but they were only temporary. No serious adverse event or change in laboratory test was noted. This study was limited by its non-comparative design with a relatively small number of patients, as it was a single-centered analysis. However, this study was the first trial to evaluate the efficacy and safety of alitretinoin administration for treatment of CHE in patients in East Asia. The results demonstrated that 12-week treatment of 30 mg of alitretinoin daily was effective in treating CHE. Our positive findings compared to previous studies may be explained by the fact that the patients who participated in this study included some cases of moderate CHE. However, the results of this study are significant because they suggest that a 24-week treatment course may not be necessary for alitretinoin therapy. In the future, larger, randomized trials with a greater variety of subjects would be useful to determine if there are racial differences and to confirm the findings of this study in a larger sample size.
